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'QO (57) Abstract: Anti-inflammatory drugs are provided, which are excellent in pharmacological effects andochibit a selective COX-2- 
inhibitory activity expected to relieve the side effects including gastric mucosa disorders. Specifically, compounds of the goieral 
*0 formula (1) or medicinally acceptable salts thereof; and COX-2 inhibitors containing the compounds or the salts, wherein R' is 
^ hydrogen, halogeno, lower alkyl, or lower alkoxy; is halogenated lower alkyl or lower alkyl; is lower a\ky\; and n is an integer 



of Oto 2. 
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iSi # 

■^rtl^^Wt-S C O X- 2 Pl^J 



(NSAID) T ^ ^ F ^ T^n X :^ ^5^5 > vHS^'irfifet-'B^-^ab ^'yi^ 
©-o-e*) ^-^D XrJ' ly'J zym(D±^im:^^. iaij^f^ffl^^W-T ^ Cl^ 

m^nxi^^^o HfitcfiloT. cox {c«T-f Vif-rA;^)<^fiF^t-rSC:t*^JC>*^- 
/J:^9. t!fe*^?,tiTl^/::W^MS^{cS^|^^SCOX tiCOX-1 ^WtU «f/:: 

^c^B$n/■c2^^W{c*5^.^■ril^$tLSCOX (icox-2 <hS#{^?>tL^o 

t(£^©NSAID (is dOCOX-l . COX-2 (DM^^U^-t ^fa^m&Dmi^mi}^ 

nti^<Dt^A.^n-z\.^^o cox-2 (Dm^^-^m^y^^^tai. ee^i 
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2 

• #$tis^wcox-2 mmM<D^'^m^^ LT^as-s^^o 

tW#g^5-246997-^lCi2«fe©'ffc^/6^e>nTl,^§o PCT liiliS4J:§fl9515 

315 -^(^5/15315, Al). PCT l±l!M<2^|^9515316 -^(WOOS/ISSIB, Al). PCT W 
<2j|fl9515318 ■^<W095/15318, Al)feJ:?>*PCT tBM^a:^l^603385 -^CWOee/OSSSS, A 

fz (PCT ajlll^r?^9846594 ^(W098/46594, Al)) o $ ^i^^mm^^Mt^fc^^ 
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1) -89^ (1) 




(1) 



2) -m^ (2) 



4) ±isi) ~3) cDl^•rtl*^^i^<^>^^i^*;fe^i^©^fl«^{c|^^$n5^ 




(2) 
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5) ±iBi) ~3) ©\/^'rn;e/^»-i5ife©'{k^*/i«-?rcz«ii6^icif^^$ns^ 

8) 1 - (^^^/f-TV-;!/- 2 — r;0 - 3 - i^37;i/:ta^ 5 - [ ( 
5- [ (4-p'5^;V^Ji-) f^VwK 

3 -i^-7;l/:tn>f-;L'- 1 - (4 b^v-O^/^T V-^U- 2 — fyl/) - 
5- [ (4-p<5^>'U5^^) y:r.^jU] t°7V'-;K 

1- (oy^TV-;u- 2 — r;i/) -3->^'7;U:ta>9^;u-5- [ (4- 

3 -i^-7>'U:tT3-><f->'l^- 1 - (4-:7-'l/:tP'<>y^TV— 2— - 

5- [ (4-^^;i/x>»i/7>f^;i/) 71/] 

1- CA-^uu^l/V^TV-J^y-Z — (jV) -3-'JyjV:tvi/=^J\/-5 

- c (.4-y^AXji^y^^jid tf5V-;w 

3 - v?7;l/:top< f->'W- 1 - (4 -/'f-jVKy^/^rV-Jiy- 2 -t";!/) - 5 

- [ ( 4 - p< 5^>'i/xyi/-7 >f — -7 3.— ;u] V-v^K 

3 -i?7;W:to^^;i/- 1 - (4-> h^'y^^V^TV-Ji^- z—i M - 
5- [ (4-^^;vx;i/:7^^;i/) tf^VwK 
1- ('<:xV5^TV->'l'-2 — (jV) -3-i^7;l/:to>^;l/-S- [ (4- 
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3 - 7 jVTir u ^ 1 - ( 4 - -7 n'^ y V^T 2 — T ^w) - 

5- [ (4-;»<^>»l/xyi/5t;^7l/) ■7i— yu] tf^y-;K 
1- (4-^tiu^>'Vg^TV--'U-2-^;V) -3->'7;W:irn^^>'l/-5 

3-v':7;l/;ru^f-;t'- 1 - (4-> h^->^>^/^TV-;u- 2 - - 

10) ±128) l^l2ife©'fh^*^(i-€-©mm6^{J:ff^$n?>J^^W-rSCQX-2 

11) JJB8) {ciea©'fb^*^«^0Emfi*j{-i^^$n'5i^^Wt-s*T;» 

12) ±128) {CiSil©'fb^*/c(i-e(DEm6^{-fF^^nS*^^#Wt-'&^ii^ 

. ±^3i^i^. ^^^> ^pi^. -tfiip^^x ^^MS^fe. mm 

±iB4) Xii9) lettom^i^ ; :fe<k5C/ 

14) i^js :^-r-t?;i^j^ m^k mi^k mi. -voy-^j. aif^u. 
) -12) (D\.^irn7t)^iz.tmc!>^i'^im-r^o 
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•t^'^mm^. ^ihMti^^^^ir^. cox-2 m»j. ^ri^^^J^ immt 

±IB— flSSS; (1) *5«fctJf (2) ^^^tlUb^(DMmi^:li3\.^X. ^^P>b"Vll 
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So 

1 - (^W^T V-^i'- 2 - 3 -i^-7;u;f P>f 5 - [ (4 - 

. 3 1 - (4 -'7;V:^DKyV^T V-^l^- 2 — T^'l/) - 

5- [ (4-p<5^;l/f:!l-) ;U] f-^V'-yl' 

3-i^:7;l/;tny^;l/- 1 - (4 f->'l/-^>V*9^TV-;l/-2 — T^U) -5 

- [ (4-^5=-;U5^5l-) :7i::^;i/] h°^V-;i/ 

. S-i^yjV^xn^=f-jU- 1 - (4 h + i/^>V^TV-;i/- 2 - 
5- [ (4-y^>'l/5^;f) M h'^y-^W 

1 - (r<>V'frTV-JV- 2 — - 3 - v^^yl/Ji-p;/ 5 - [ <4 - 

3 -'JyM^j^^Ji^- 1 - (4 -■7;P;^-u^>Vf-TV-;i/- 2 — T-'W) - 
5 - [ ( 4 - y ^AXJVy ^ zljU) y tf^ V"-;l/ 

1- (4-:J'no^yV5^TV->'I/-2 — (M - S-'JyMu;if-J]/-5 

- L<i~^^ji^j\/y ^^Jiy} y^—jv'] tr^y-v'^ 

3 -v?7>'l/;rp>9^>'l'-l - (4-^^ h4^>/^>y5=-Ty->'l'-2— r-'W) - 
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1 - (/<:yVi-TV-J\y- 2 —f - 3 - v'^yl/itpp' 5 - [ (4 - 

3-v^7;i/:tPp«5^>'i'- 1 - (4-7;P;*-p^yy*^TV-;u-2 — f;i/) - 
5- [ (4-p<f-;vx>'Wjhj^;i/) ^x-^w] t"^V~;i/ 

1- (4-:J'DD^>V5^TV-;l/-2-'i'yU) -3 ->'7>'l/;^P;><f-yl/-5 

- [ (4-^^;i/x;i/7^^>'i/) :7x^;i/] t'^V->'i/ 
3-i^>'>'l/:ta;^f-;l/- 1 - (4-^^;P^>V5^TV"->'l'-2 — i JV) -5 

- [ (4 -pf f-yl/x>'^^^^;l') :7x^;i/] t°^V-;i/ 
3-v':7;i/:tPp«^;i/- 1 - (4-y h^v'^>V^TV"-;i/-2-i';U) - 

5- [ (4-j>«^7Px;U7h— -^x— h'5y-;b 

mm§.. MS^K^. W^. i^J^y^s ::3/Ni>^. ^^yx 
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1 0 

> -^K (4) RHttmtmm> -^mn^^b^^. m^mn^. 

i; ^ h^i/ F. ;^ U A t e r t h^-> K Tk^'fkU ^^-^^ a. 7K 
m^t±hV^2^. Tk^^fbTiyy'i'A. T^hU-^AT^ F. ij'J^ATl F. U^^-i/ 

$ nri nTtl-e*) <9 . 03i^i: t>©i Lr 7^ F 5 h Fa :7 

(THF) . v?p< ^^^l/^-x^WAT 5 F(DMF) ^ i^3U'^j]^:z.^y^jV^ mtMf-U>^ ^> 

— (7 ) (^nj^s R' «fuia<hiHiii) -^^^n^s t F^ V? 

s ^^£D:^jS [M : BP418, 845(1991) ] {3j;«9^ (6) (^cjn. RUtffjIB 

-Hi^ (5) -e^^n-s^k^i-K (7) -^^^ns-fk^^/i 

) -A R'. R^:feJ:?>*R''{ifuiS<!:llliD X-m^tl^ib^^mtt^C^ 

*n?§Sc cc-T?. (7) -^^^ns^b^cm^lrai^iLT^is 
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^ (1) -B R\ r^Xm'itm&tWm;ml,iltt:it2(Dm^'^ 

0 't;^l?^«9s iif3S{-{i0^50''C@S-^^So ^i:4b\ ±fa— ^ (1) -B-^ 
JJB-^-^fCck 9 {-^ cox ^*^#:|^{::*;l;^TCOX-l *5i;UfC0X-2 ®2 

cox-1 ^M. Jla>'JvK^i:i"{c^^#:aE-r^^fi5(:^^^«9> cox-2 itjik 

. cox-2 i.ci,m\,^mm^m^7fi-t(DizMu ^mmi^nm-^m-i kml 
xu^<Dum^mi!}^%^^<Dx\ mimim-2 Pfl»jt?*>«9. nif&mm-. wm 
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mmk. nm^m. mmt. mmm. mmm. ' 

mt^. MPS:#f^<ksJ&^x A^mmtLxu. muM'^imrt^^^ 

mmt. mmk ^m-. mmk m^u =j— r-< >i7^\f£^^{i^(Dm\ 

^tu mmmmk mmmmm. mmmt ^mm. ^^k ^mk ^-tu 
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So 

. 2^:^B^'fk^CD*{c1^L;^c«^. MPjlOi tT^^-T-S^^W. ii^ 5-1. 
OOOmgC/B) jgK-^*)t)v *f*L<mO'-500ing(/B) ^"^ab-So ^fz.. ^ 
nt LT^-r-S^^lis Z—aoOmgC/'B) W^tbK).. L< (i5 —lOOmgC 
/B) ^V^^o $ ^RfrS^^Ji tT^-rs^ti. iiSO.5 ~200in 
g(/'B),S^-e*>«9. if*L<{* l-lOOmgC/B) ^S^*>So ±l^-^5ea^*5 

ffi^J©-fel^n4^v'7'.{ Celecoxib; >fb^4- [5- (4 ^>'l/7 

- 3 - h U 7;Vji-np« 1 H- h*5 V->'l/- 1 -'f ^'W ^y-fe*>^;U*:>T 

Mil^iJ 1 . COX-1 fechtm)X-2 PlWfFffl 

<:mii> Yanagi t>o:^r;^ i h U - T > F :7 r - v n o v?- 

(Biochea Pharmacol.), 25, 937-941 (1995)] (ctifeV^COX-1 *5=t?>'C0X-2 m« 
^^UmLtz^ COX-1 *3J:O'C0X-2 <!; L-rTij-Tv^ • >5r i <Ca 



wo 01/87880 



PCT/JPOl/03940 



1 4 . 

yman Chemical)1±©SI5^^SS^^> LTTviz-t-TA <Ainershain) 

^umt'^om^'^u cox-i/cox-2 w-en^'n©i Csofisoit^^-ro 





ICso (tfM) 


.COX- 1 /COX.- 2 


COX- 1 


COX-2 




1 9 


0. 94 


20 




3. 5 


0.10 


36 




>1 0 0 


X). 23 


>4.3 5 


•fe V=xdri>r/ 


2. 9 


0. .2.4 


1.2. 



<:^ri:> Theisen-Popp ii>QXf5lk L^^ i^x T> F T^i^a^ <Agen 
ts Actions), 42, 50-55 (1994)3 5 v^^^O h-MfijliJ^^-^ft-?. 
JlJ&^^i^L/Jio Ti^i^<>hiLr{*7'>f7 3(Difco) ttOMy^obacterium bu 
tyricum 1 %CD^6S-e5iiSLfit><Z)5£rffl^/\ 
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1 5 





(mg/kg) 




(%) 


<%) 


(%) 












1 


1 0 


6 0 


8 8 


6 7 


4 3 


-3 1. 


1 0 


6 0 


8 5 


100 


8 8 


8 5 


5 


11 


1 


4 7 


8 2 


10 2 


8 7 


8 1 


— 1 1 




1 


2.8 


6 4 


9 8 


8 0 


5 9 


-2 1 



V (Chem Pham Bull.), 23, 1184-1191 (1975)] ^#%(c:. Ti?=i.^<yY^m 
Difco)*tiDMycobacterium butyricum VIC 1 %<D^iS 

®^{c-(sML/co m5E©-7<> i>{c*fLT. ^mc^m.^ % cmc-ne tK 
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16 



Ml 







mm 


(%) 


0. 5%CMC-Na 


4. 8±0. 2 


24 


4 




0. S±0. 2 


4 


9 4 




1, 8±0. 7 


4 


6 4 



<P^?*>^':7X{c^-z,mttfttt<&t^L/-Co m ICR Tit/x (li|5E) 
{-^'fk^t LT^^j 6 (^-fb^^aOO mg/kg ^DS^L. 1 ilfa^i^^M 
^nzo m^^t-^m.b % CMC-Na 7K^{cMLTtS:^U 0.5 % <M;-Na tK 

It's? fii^jf^^^^nrti-^ab^ c <i:t*M$ns'^^T'*6o 
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1 7. 

2-T^yoy^TV-;K7.5 g, 0.050 ^SJ^45 ml {Cll^U 

^L^^^T^ii^^hU'i'AClO g, 0.058 ^JV) ^7X20 ml (C^j^^tfc^^ 

1.9 g. O.Ul^Jld ^m^^ ml }c:^j!!lL^^^5TOT^^-^^i::6<e>^ 
tii>«©ll!N-<i:©iS^^10.6 g#y^o #e>n^M^«5^1IRIWIWe*^ 

(4-:57ppAiyVf-Ty->'U-2— f^W) bKvv^y:i^^ . 

(4 ^yu^y^/5^T 2 -^r^u) t v?y*g^ 
(4 V^'y^yV^TV-Jl^- 2 -.^^U) t K'^ s^y^^ 

4. 4-i^77l';^-D- 1- [4- (j/f-yl'f-:^) 7i-;U] ^^y-1. 3- 

4' - (^^yW^^r) T-lr h'7iy y(3.3 g, 0. 020 ^JV) jfo^tO'i^^yl/ 
yjl^yt'oT-IZT^- h(2.7 g, 0.022 ^THF 50 ml (C^^L^^^^s 

m^yi^± h ^) M./ g, o.o24*;i/) <&fJ>*-#o*^io^^gLT 
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X4, A-'JyMu-l- [4- (pf^/l/^^) yi/] 3- 
:^:^>^1.85 g <38. 2 JO 

7 6- 7 7't3/n~^^-9-> 
NMRCCDCh) 6 : 2. 54(3H, s), 6. 01 (IH, t, J=54. 4Hz), 6. 52(1H, s), 7..29(.2H, d, J 
=8.6Hz), 7. 86(2H. d, J=8. 6Hz), 15.48<lH,bs) 

mm I 

1 - (^>y^T VWP- - 3 - 'JyjV:^ti^ 5 - [ (4 - 

;>« -^oL-;!/] hf^V-yl^ 

(Oy^Ty->'V-2— 1-;!/) t K5>^>Jim^<4.2 g. fflSSlifel) :feJ:0'4 
, 4-i^7yl/?i-o- 1 - [4- (;><^;U^:^) :7x-;U] '/rS'V'-l, 3-i^:^ 
V<5.2 g, 0.02*;l/) 40 inl*5<fciJT)MF 30 ml ©M^^ 

cj^T'S^B^jta^^ M^MBET"*^20 ml trr^m^\J^im:=^^ J -)\Ar^ 

.htc j:-oTs 5^;^®igm<h LT 1 - (^V^^Ty-;!/- 2 — 
- 3 - 7 P p< ^^-^i/- 5 - [ ( 4 - > -y ^ -yu] V->'i/^2. 

0 g (31. 2 D#/Co 

Siu^ .14 0-141 "c/ji^ y 

NMRCCDCl 3)5: 2. 54(3a s). 6, 71 (IH, s). 6. 79(1H, t. J=54. 4Hz), 7.28(2H. d, J 
=8.6Hz), 7.34-7.43(2H,m), 7. 45(2H, d, J=8. 6Hz), 7. 77-7. 83<2H, m) 
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Z-'Jy}\/:^u;^^j\/-l- (4--7;l/;i-p^>V5^TV-;b-2— Y;!/) - 
5 - C ( 4 - > y x^;U] V-JV 

15 0-151 "C/a^if-yV- J^rJ' y 

NMR(CDCl3)<5: 2.54(3as), 6.72aH,s), 6. TSQH, t, J=54. 4Hz), 7.09-7.16aH. 
m). 7. 26-7. 36(4H, m). 7. 51(2H, d, J=8. 6Hz), 7. 58(2H, d, J=7. 9Hz) 

1- (4-:J'PD^>yf-TV-;l/-2-'l';l/) -3-v':7;l/;tci;^f-;U-5 . 

NMRCCDCls)^: 2.54(3H,s), 6.72aH.s), 6. 78aH, t, J=54. 4Hz), 7.24-7.34(3 
am). 7. 44(2H, d. J=7. 9Hz). 7. 57(2H. d. J=8. 5Hz), 7. 70aa d. J=7. 9Hz) 

S-'Jyj]/-ta/^j]/- 1 - (4 5^7U^>y5^TV-yU- 2 --f;l/) - 5 

mj^ 1 1 1- 1 1 s^c/j-^y-yi/ 

NMRCCDCl 3) (5 : 2.38(3as), 2.54'(3as), 6.7iaas), 6. 79aa t, J=54. 4Hz), 
7. 23-7. 31 (3a nO, 7. 51 (2a d. J=8. 7Hz). 7. 63(ia d, J=7. 2Hz) 

3-v^-7yU:tP>^;W- 1 - (4-> h^->^>Vf-T V-^V- 2 — T^l/) - 
5- [ (4->5^;i/5^:^) :7jc..=.;i/] tf^V-;^ 
Hu^ 15 4-15 J -Jl^ 

NMR(CDCl3)<5: 2.52(3as), 3. 87 (3a s), 6.71(ias), 6. 78(ia t. J=54. 4Hz). 
6. 90(ia d, J=7. 9Hz), 7. 26-7. 41 (3a m), 7. 44(2a d, J=8. 6Hz) 
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2 0 

1 - ('OVf-T 2 -^J]/) - 3 - i^yjVyirn:ft^j\/- 5 - [ (4 - 

1- C^y^/^TV-Jl'-Z-^JU) -3-i?7;V:tnp<^;V-5- C (4- 
^^^l^'^Ji-) "7^.— ^l/] tr^V-M560 mg, l.SlV^Jid^Mit/i-U^ 50 

mUzmmU ^}%m^TKm-'^vnt2M^Bm^CS50 m, 1.5^ U^^V) ^10— 

] lf^V-7l/<&460 mg (78.8 JO 

NMRCCDCls)^; 2.82(3H.s), 6.79aH.s). 6. SlOH, t, J=54. 4Hz), 7.38-7.45<2 
H, m), 7. 68(4H. dd, J=2. 0, 7. 2Hz). 7. 73(4H, s), 7. 83<1H, dd, J=2. 0, 7. 2Hz) 

OT. 1- (^>y^T^/->'l/-2 --r;P) -3 -v^^^P^Tapig^yp-S - [ 

^ \ mmm e tmmimit u -^n^^tmrnm 7-10 (D^t-^'^wt 

^I»J7 

5- C (4-p«5=->'Px;i/>'^-yi/) ^x^^H hr-5y"->'i' 
ill^ 1 8 0-1 8 I'tl/^iJ'ywl/ 

^)MR(CDCl9)<5: 2.81(3H, s), 6.80(lH,s), 6. 80(1H, t, J=54. 4Hz). 7. liaH.app 
t.J=8.7Hz), 7. 29-7. SeClH, nO, 7. eOClH. d, J=8.2Hz), 7.75(4H,m) 
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- [ ( 4 - p< ^ :7 tf 

gk^ 1 5 2- 1 5 3'C/'J^:^y-;l' 

NMRCCDCl 3) 5 : 2. 79(3H. s). 6. 80(1H. s). 6: 80<1H. t. J=54. 4H2), 7. 28(1H, app 
t,J=7,9Hz), 7. 42aH, d, J=6. 9Hz), 7. 70-7. 83<5H, m) 

mm] 9 

3-'JyMvi;^i-}V- 1 - (4 V*^Ty-;l/-2 -I'yl/) - 5 

Mj^ 15 1-15 2°C/'xr$'>' 

NMRCCDCl a) <5 : 2, 27(3H, s), 2. 79(3H, s), 6. 79(lfl, s). 6. 81(1H, t, J=54. 4Hz). 
7. 21-7. 29(2H. m), 7. 65(1H, d. J=7. 2Hz), 7. 7-2<2H. d, J=8. 5Hz), 7. 77(5H,.d, J=8. 
5Hz) 

^^Jl 0 

3-'Jyjv^ti^i-j\y-l- (4-> h^i/K>V^TV-yu-2-^;i/) - 
5 - [ ( 4 - > f-jvxjuy ^ — 77 X— yp] 
1 6 5- 1 6 6 V/^^ J-}\^ 
I««R(CDC1 a) <5 : 2. 79(3H. s). 3. 82(3H. s), 6. 79(1H, s). 6. 79(1H, t. J=54. 4Hz), 
6. aSGH, d, J=7. 9Hz). 7.29aH,app t,J=7.9Hz). 7. 42(111 d. J=6. 9Hz), 7.72<4H 
.s) 

\ 1 

1 - (OV^T V-;^- 2-^}\/) - 3 - >*"7yl/:^Dy ^/U- 5 - [ ( 4 - 

1- (OVf^TV'-^l/- 2--i';l/) -3-i>:7;U;rn^5^;U-5- [(4- 
^ f^yU^jf) :7 V-yK560 mg. 1. 5 S U ^yU) *Jj;am- ^ D-Pig 

^Jil«^(780 mg, 3. 3 5 U ^Jfe^fc^ 5^ P >'20 ml {C^P L. 4 I^b^ 
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: ^J^^jl^/'n-^^D-y= 1 / 1 ) (C#U $ e>{-DMF -irS' y -JV^W^ 

mg (87. 2 !!0 m/Co 
glut 1 9 5 - 1 9 7°C/DMF -i^y-;l/ 

NMRCCDCl 3) <5 : 3. 14(3H. s), 6. 81 (IH. s), 6. 81 (IH. t, J=54. 4Hz). 7. 36-7. 47(2 
H.m), 7.68(lH,d..J=7.6Hz), 7. 78(2H. d. J=8. 2Hz). 7. 85(1H, d. J=7. 6Hz). 8.03<2 
H,d,J=8.2Hz) 

OT> 1- (f<>'/i'TV-J^-2-'<JV) -B~i^yjV:tujti-J\/-S- [ 

o 

ll]!fe^il 2 

3-rJyj\y:i-u^^j\^- 1- (4 p^y vg^TV—^u- 2 -^yu) - 
5 - [ ( 4 ^ju:^j]y^^—jU) y fc°^ 
2 1 1 -2 1 2°C/^ -j:-:5'y~>'l^ 
NMR(CDCl3)5: 3. 13(3H, s), 6. BKlH. t. J=54. 4Hz), 6.83(lH.s), 7.11(lH,app 
t.J=8.7Hz), 7. 30-7. 37(1H, bD, 7. 60(1H, d, J=7. 9Hz), 7. 81<2H, d, J=8. 5Hz). 8. 
05(2H, d. J=8. 5Hz) 

m^i 3 

1- (4 -:J'PPOV9^TV*-;l/-2 — (Jld - 3 -i^:7;l/^p>f-;l/- 5 
WU^ 2 0 8 - 2 0 9 "C/m -OL^y-jV 

1M?(CDC13)<5: 3.lK3H,s), 6. 81(1H. t, J=54. 4Hz). 6. 83(IH, s). 7.29<iH.app 
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t. J=7. 9Hz), 7. 42(1H. d, J=6. 9Hz), 7. 72(1H. d, J=7. 9Hz), 7. 85(2H. d. J=8. 4Hz). 
8. 06(2H. d. J=8. 4Hz) 

3 -2^-7yl/;*-pp< 1 - (4 f-;WOV5^TV-;l/- 2 ->r>'l/) - 5 

- [ (4-y^;l/x;i/7^— -7^— ;b] f^V-yi/ 
Hu^ 1 9 5- 1 9 e^C/DMP -o-^y-;!/ 

NMRCCDCls)^: 2.25(3H,s), 3. 11<3H, s), 6.81(lH,s), 6. SKlH, t. J=54. 4Hz), 
7. 19-7. 29(2H, nO. 7. 65(1H. d, J=7. SHz)* 7. 81 (2H. d, J=8. 5Hz). 8. 04(2H, d. J=8. 
5Hz) 

mm]i 5 

5- [ (4-^5^yl/X/l/.i^~>'l/) yjL—M li^V-Jl/ 
19 1-19 2't3/DMF -:r.^y-Jl^ 
NMR(CDCl3)5: 3.11(3H,s). 3. 82<3H, s). 6.79aH.s). 6. 80OH, t, J=54. 4Hz), 
6. 82(1H. s), 6. 88(1H, d. J=7. 9Hz), 7. 34(1H, app t, J=8. IHz). 7. 42(1H, d, J=7. 3 
Hz). 7. 78(2H, d, J=8. 4Hz). 8. 01(2H, d. J=8. 4Hz) 

i^J^ll 

mi\im}p(Dm^m (±M.2 3 Omg) ::^^m<b^l 0 Omg. m^-izJl^ 
P-Xl 0 Omg^ ht7'exnz2iyy^i/-:fy2 8mg^ X-rT U >^-=<'^^i^'t7 A 
2mg 

mm 2 

7^7y4?;l^iJ 1 :^^-t2Jlytp(^m:^m (±A2 3 0 m g) : :^mMib^ 10 0m 
g. fUei 0 Omgs h'i7^-P3v/xy/>2 8mg. ;^xT U >^v^*;f;>"> 
A2mg 
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:mmib^ 5 0 mg^^m^m^ i s m i izmmLizo o . i N<D7^^t-)- 

H - 1 5 ) ±^^\-J -^;l4tM) 1 0 g (OM^KW^ \jfLisi(D^^ 

«i^J5 

s. tcMLTPl^ffl*<^<> li^NfifeESP&tc^^n 
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a 5 



^ ^ <o m. 



(1) 



S(0)„R3 




2. -Hi^ (2) 



S(0)nR* 




cent's R'liTkflll?. ^Noyyli:?^. 4£iSlT;l/+;l^*yi:ti^T/l/=i^i/^ 

-2 cdmst^^-s) ^'^$n-s>(b^*^u^©giiw^wfF^$ns:^ 



wo 01/87880 



PCT/JPOl/03940 



2 6 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JPOl/03940 



A. CLASSIFICATION OF SUBJECT MATITO 

Int.Cl^ C07D417/04, A61K31/428, A61P43/00, 29/00 



According to Intematjonal Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
Int.Cl"' C07D417/04, A61K31/428, A61P43/00, 29/00 



Documentation searched other than mininium docnmeatation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the intemational search (name of data base and, where practicable, search terms used) 

capijUS, registry (STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Catcgoiy* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



US, 5242940/ A (Ortho Pharmaceutical Corporation) , 
07 Septetnber, 1993 (07.09.93) (Family: none) 

EP, 155523, Al (Nattermann A., \md CIE. GmbH), 

25 September, 1985 (25.09.85), 

& DE, 3407506; A & US, 4600722, A 

& DK, 8500933, A & ZA, 8501547, A 

& JP, 60-226878, A 

WO, 97/27181, Al (Searle & Co.), 

31 July, 1997 (31.07.97), 

& AU, 9715739, A & ZA, 9700670, A 

& EP, 880504, Al & NZ, 327022, A 

6 JP, 2000-503987, A & AU, 200111100, A 

WO, 96/06840, Al (Merck Frosst Canada Inc.), 

07 March, 1996 (07.03.96), 

& AU, 9532492, A & US, 5521213, A 

& EP, 778834, Al & JP, 10-504829, A 



1-7 



1-7 



1-7 



1-7 



Further documents are listed in the contmuation of Box C. Q See patent femily annex. 



* Special categories of cited documents: 

"A" document defining the general slate of the art which is not 

considered to be of particular relevance 
*£" earlier document but published on or after the intemational filing 

date 

"L" document which may throw doubts on priority claim(8) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

document referring to an oral disclosure, use, exhibition or other 



'I'" document published prior to the intemational filing date but later 
than the priority date claimed 



later document published after the mtemational filing date or 
priority date and not in conilict with the application but cited to 
undeisland the principle or theory underlying the invention 
document of particular relevance; the claimed invention cannot be 
considered novel or cannot be con^dered to involve an inventive 
step when tiie document is taken alone 

document of particular relevance; the claimed invention cannot be 
considcxed to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in tiie art 
document member of the same patent family 



Date of the actual completion of the intemational search 
29 June, 2001 (29.06.01) 



Date of mailing of the intemational search report 
10 July, 2001 (1-0,07.01) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsiniile No. 



Authorized officer 



Telephone No, 



Fonn PCT/ISAy210 (second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JPOl/03940 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, ^^ere appropriate, of the relevant passages 



WO, 96/03392, Al (Searle & Co.), 

08 February, 1996 (08.02.96), 

& AU, 9532010, A & BP, 772606, Al 

& US, 5668161, A & JP, 10-504542, A 

BP, 178035, Al (Fisons PLC), 
16 April, 1986 (16.04.86), 

& AU, 8542275, A & JP, 60-246371, A 

& NO, 8501876, A S:DK, 8502040, A 

& FI, 8501836, A & PT, 80435, A 

& ZA, 8503526, A Sc ES, 8609267, A 

& CN, 85103468, A & ES, 8705393, A 

& CA, 1246567, A & US, 4810719, A 

& XL, 75146, A 



Relevant to claim No. 



1-7 



1-7 



Form PCT/ISA/210 (continuation of second sheet) (July 1992) 



PCT/J PO 1/0 3 9 4 O 



A. ?Bmom'r^f^w<r>»m. m^i^fHi^m (ipc) ) 

Int.Cl' CO7D417/04, A61K31/428, A61P43/00, 29/00 



Int.Cl' C07D417/04, A61K31/428, A61P43/00, 2 9/0 0 



1 «/MESm£l^«>Sf!isi-t?B!3£«:n-o*i^fc-&*Ji.5t© 



CAPLUS, REGISTRY (STN) 



US 5242940 A(ORTHO PHARM.CORP.) 7. 9^ . 1993<07. 09. 93) (7t^ 

EP 155523 Al (NAHERMANN A. , UND CIE. G. M. B. H. ) 25. 9.^ . 1985 (2 
5.09.85) & 

DE 3407506 A & US 4600722 A & DK B500933 A & ZA 8501547 A & 
JP 60-226878 A 



1-7 



1-7 



r&j R— /<yi^h7T£ y— 3tBfc 



2 9. 0 6. 0 1 



B*H#ff;t (I SA/j p) 

®®#^l 0 0-8915 



10.07.01 



3>3^ is 



4P 



9 15 9 



03-3581-1101 3 4 9 0 



«iaPCT/l SA/2 1 0 (|g2^-i^) (1 9 9 8.^7^) 



SBStHS## PCT/JPO 1/0 3 940 



wo 97/27181 AKSEARLE & CO.) 31.7^.1997(31.07.97) & 

AU 9715739 A & ZA 9700670 A & EP 880504 Al & NZ 327022 A & 

JP 2000-503987 A & AU 200111100 A 

WO 96/06840 Al (MERCK FROSST CANADA INC.) 7. 3^ . 1996<07. 03. 9 

6) & . . 

AU 9532492 A & US 5521213 A & EP 778834 Al & JP 10-504829 A 

WO 96/03392 Al (SEARLE & CO. ) 8. 2^ . 1996(08. 02. 96) & 

AU 9532010 A & EP 772606 Al & US 5668161 A & JP, 10^504542 A 

EP 178035 AKFISONS PLC) 16. 4^ . 1986<16. 04. 86) & 
AU 8542275 A & JP 60-246371 A & NO 8501876 A & DK 8502040 A 
& FT 8501836 A & PT 80435 A & ZA 8503526 A & ES S609267 A & 
CN 85103468 A & ES 8705393 A & CA 1246S67 A & US 4810719 A « 
XL 75146 A 



1-7 



1-7 



1-7 



1-7 



«SSSCPCT/I SA/2 1 O mz^—i^iom^) (1 9 9 8^7^) 



